ABSTRACT
INTRODUCTION [3H]TBOB BINDING TO GABAa RECEPTOR COMPLEX

Data analysis.
Models were fitted to the data using the nonlinear regression program INPLOT to the function of a two sites model: is well documented that pM concentrations of GAB A enhances the riM affinity of diazepam and vice versa (6, 17 The low affinity potency of diazepam can be explained in different ways. It may represent an interaction with a specific binding site on the GABAa receptor complex or it may reflect an allosteric negative cooperation between two interdependent receptor sites on the GABAa complex (25) .
'---------------------------------------
Another possibility is an interaction with a membrane component resulting in a secondary interference with the GABAa complex. The presence of specific pM affinity sites for benzodiazepines have been described (27, 28) . Delorenzo (29) reported a micromolar benzodiazepine site coupled to Ca2+ channels. Since the binding of [3H] TBOB is restricted to GABAa receptors, the pM benzodiazepine effect described here is not the result of an interaction with the site described by Delorenzo. A pM effect of benzodiazepines related to the convulsant site on the GABAa receptor is reported by Gee (28) . Micromolar concentrations of the Flumazenil did not antagonize the anticonvulsant effect of the high doses midazolam (36) , being in agreement with our preliminary in vitro data. There fore it is likely that the low affinity benzodiazepine site found in vitro has physiological relevance.
